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Ibuprofen Oral Suspension

General Notices

Details for the public consultation of this monograph are as follows:

EAG/Panel/Working Party

Contact Details

Deadline for Comment

Target Publication Date (subject

to change)
Notes Revi onograph
If li o restrictivefiplease@iprovide batch/stability data
to demonstrate th crease is required.
i eed updated from 50 revolutions per
revolutions per minute.
ed wording for solution (1).
‘
Action and use
Cyclo-oxygenase jthibitor;<analgesic; amti-inflamgnatory.

DEFINITI

Content uprofen, C,,H,,;0,

95.0 to 105.0% of the stated amount.

IDENTIFICATION



Shake a quantity of the oral suspension containing 0.5 g of Ibuprofen with 25 mL of dichloromethane
and 15 mL of water. Allow to stand until the layers have separated and discard the upper layer. Shake
the lower layer with 5 mL of water and discard the upper layer. Evaporate the lower layer to dryness,
add 20 mL of water to the residue and filter (Whatman GF/C filter is suitable). Wash the residue with
20 mL of dichloromethane and evaporate to dryness. The infrared absorption spectrum of the residue,
Appendix Il A, is concordant with the reference spectrum of ibuprofen (RS 186).

TESTS

Dissolution

Comply with the dissolution test for tablets and capsules, Appendix XV

TEST CONDITIONS

(@) Use Apparatus 2, rotating the paddle at 75 revolutioffs p inuite.

(b) Use 900 mL of phosphate buffer pH 7.2, at a tempefature oF 37°, as the -

PROCEDURE

Carry out the method for liquid chromatogr; i , uSing th&following solutions.

(1) Shake the oral suspension for 3Q olume e oral suspension containing

0.2 g of Ibuprofen into each dissolutia
filter and dilute, if necessary, with
0.022% wl/v of Ibuprofen.

(2) 0.022% wl/v of ibuprofen in the dissolutioymedium

(3) 0.15% w/v each ofdenzopri@gone and gbuprofen BPCRS in acetonitrile. Dilute 1 volume to
10 volumes with the ution medium.

CHROMATOGRAP C@NDITIONS

withdraw a sample of the medium,
luce a solution expected to contain

s'Steel col 4.6 mm) packed with octylsilyl silica gel for
7(5 pm).
ic elution and%he ile phase described below.
OW rate ofg2wnlL perinute.

an ambie perature.
e a detect ghgth of 220 nm.
( ject 10 ul of e SOlution.

MOBILE PHAS

37 volumes etonitrile and 63 volumes of 0.01Mm orthophosphoric acid.

When the chromatograms are recorded under the prescribed conditions, the retention time of [API] is
about [X] minutes.

DETERMINATION OF CONTENT



Calculate the total content of ibuprofen, C,,H,,0,, in the medium using the declared content of
C,,H,50, in ibuprofen BPCRS.

LIMITS

The amount of ibuprofen released is not less than 75% (Q) of the stated amount.

Related substances

Carry out the method for liquid chromatography, Appendix Il D, using the followi olutiens
immediately after preparation.
(1) Disperse with the aid of ultrasound a quantity of the oral suspensi ining 0.2

Ibuprofen with 20 mL of acetonitrile R1. Add sufficient mobile phase A
(Whatman GF/C is suitable).

(2) Dilute 1 volume of solution (1) to 100 volumes with mobil urther lume to
10 volumes with mobile phase A.

(3) Dissolve 20 mg of ibuprofen BPCRS in 2 mL of acefonitrife .006% w/v
solution of ibuprofen impurity B BPCRS in acetonitrile 4 o ile phase A.
(4) 0.0006% wlv of 4"-isobutylacetophenone BP@ i i

(5) Dissolve the contents of a vial of ibuprofep ficati 1 mL of acetonitrile

CHROMATOGRAPHIC CONDITIONS

(a) Use a stainless steel colum

amorphous organosilica polymer togra
(c) Use a flow rate of 2L pe :

(d) Use an ambient

(e) Use a detecti ngth of 214 nm.

(f) Inject 20 yLgfe h solttion.

0.5 volum osphoric acid, 340 volumes of acetonitrile R1 and sufficient

( @ end-capped octadecylsilyl
i) (¥Terra MS C18 is suitable).

e 1000 volume
% 2 of orthophosphoric acid, 100 volumes of water and sufficient acetonitrile
~ roduce 10
é Mobile phase A (% Mobile phase B (% Comment
viv) viv)

6 100 0 isocratic
25-55 100—0 0—100 linear gradient
55-70 0 100 isocratic
70-71 0—100 100—0 linear gradient

71-85 100 0 re-equilibration




SYSTEM SUITABILITY

The test is not valid unless, in the chromatogram obtained with solution (3), the peak-to-valley ratio is
at least 5.0, where Hp is the height above the baseline of the peak due to impurity B and Hv is the

height above the baseline of the lowest point of the curve separating this peak from the peak due to
ibuprofen.

CALCULATION OF IMPURITIES

For each impurity, use the concentration of Ibuprofen in solution (2).
For the reporting threshold, use the concentration of Ibuprofen in solution @
For peak identification, use solution (4) and (5).

Ibuprofen retention time: about 26 minutes. 0

Relative retention: impurity J, about 0.2; impurity N, about
1.08 and impurity E, about 1.11.

B, about

LIMITS

— impurity E: not more than 0.3%;

— impurities A, J and N: not more divag,0"45% of each;

— unspecified impurities: for y, not mo @

— total impurities: not

— reporting thresh

ASSAY Q

e mixed oral suspension containing 0.1 g of Ibuprofen with 40 mL of
M orthophosphoric acid, shake vigorously, dilute to 100 mL with 0.01m

CHROMATOG IC CONDITIONS

(a) Use a stainless steel column (30 cm x 3.9 mm) packed with end-capped octadecyisilyl silica gel
for chromatography (10 um) (uBondapak C18 is suitable).

(b) Use isocratic elution and the mobile phase described below.

(c) Use a flow rate of 2 mL per minute.

(d) Use an ambient column temperature.

(e) Use a detection wavelength of 220 nm.




(f) Inject 10 uL of each solution.

MOBILE PHASE

4 volumes of acetonitrile and 6 volumes of 0.01Mm orthophosphoric acid.

When the chromatograms are recorded under the prescribed conditions the retention time of
ibuprofen is about 21 minutes.

DETERMINATION OF CONTENT

Determine the weight per mL of the oral suspension, Appendix V G, and calculate®be content of
C,;H,;50,, weight in volume, from the declared content of C,,H,,0, in ibup @ P

STORAGE

Ibuprofen Oral Suspension should be protected from lig 2 v
IMPURITIES \2\
%ograph incl

The impurities limited by the requiremef 0 th@Se listed under Ibuprofen.

W &
S





